Prior research suggests that individuals with particular personality traits, like negative emotionality, are at 32 greater risk for adverse health outcomes. Despite bivariate associations between negative emotionality, 33 depressive symptoms and the hypothalamic pituitary adrenal axis (HPA axis), few studies have sought to 34 understand the biological pathways through which negative emotionality, depressive symptomatology and 35 cortisol-one of the primary hormonal products of the HPA axis-are associated. The present study explored 36 whether negative emotionality influenced cortisol dysregulation through current depressive symptomatol-37 ogy and whether negative emotionality served as a moderator of the relationship between depressive 38 symptoms and cortisol. In the community-based Vietnam Era Twin Study of Aging, 783 male twins completed 39 two days of cortisol saliva sampling in their natural environments. Three measures of cortisol were analyzed: 40 waking levels, the cortisol awakening response, and the peak to bed slope. Depressive symptoms significantly 41 mediated the associations between negative emotionality and the peak to bed slope. A 2-way interaction 42 between depressive symptoms and negative emotionality was significant for the peak to bed slope and for 43 waking levels of cortisol. Exploration of the interactions illustrated that depressive symptoms only affected 44 cortisol slopes at average or high levels of negative emotionality and only affected waking levels at low levels 45 of negative emotionality. Negative emotionality and depressive symptoms were not related to the cortisol 46 awakening response. This is the first study to find indirect associations between negative emotionality and 47 peak to bed cortisol slopes through depressive symptoms. These findings illustrate the complex interplay 48 between personality characteristics, depressive symptoms and different indices of the cortisol diurnal 49 rhythm. 50
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It is worth noting that cortisol dysregulation is only a small part of 552 a complex, biological system whereby stress and depression "get We also appreciate the time and energy of many contributors to 657 the VETSA study without them this study could not have been 
